spinal cords, myelin-laden macrophages/microglia could be observed only exceptionally in large periplaque areas otherwise characterized by an extensive astrocytosis, partial demyelination, and a TGF-beta 1 molecular signature [15, 16] . Moreover, astrocytes in inactive plaques were found to overexpress JAG1 (Jagged 1) [17, 18] , a TGFB1-induced astrocyte-expressed ligand that triggers the oligodendrogenesis-inhibiting Notch signaling pathway [18, 19] . Altogether, these data suggest that "inactivity" with regard to the presence of myelin-laden macrophages/microglia does not equal "inactivity" regarding astrocytosis and, possibly, the astrocyte-driven progression of tissue alterations.
Overall, future studies are needed to clarify the links between age, gender, and spinal cord tissue alterations in the pathophysiology of MS progressive forms. We suggest that such parameters are interconnected and that the aging-dependent decline in androgens and/or androgen precursors is amplifying a slowly evolving process of TGF-beta 1-mediated tissue remodeling that preferentially targets the spinal cord.
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